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15, wherein .X^y^Z and R g are >* hereinabove defined- 
•r f ‘.j r -^:£.:r lVvr;V-c la : .the present specification and claims the tens 


r • . o,a-dinethylph!»ethyi means a structure having the following 

| , * 'f\ configurations ‘ 





administered in the^feed,- gwWraiiySp 

P«ar ton of feed of the above-— 


derivative or acid^adyitibn^H 
i* effective for enhancing the growth rate^vH'F 
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~:’-‘T v.-' r ** # -® t * v * prsfcrrsd dietary 
Pl^^^^S[ riKSi « lt vary soanhit from epeeieifto specie? 
** th« >boy«-aentioned animal* said lav*l's for eachVnissal 


Table I below on a gr 
. 17 . f*«dba*’i*'s.^;«r '■' ;-;. : -.' - -. -..-I 1;;.. 


p«r ton'of 
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Compound * 


: Preferred 
Level 

- - c/ton ■ - 

Animal • 

Formula. (0 7:77 
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■ Swine' --v-*- 
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HWKflTMB 
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^ Sjf: * 
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1 Chickens, Rabbits 
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V 0.1-10 
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.,._ . . com C >0 * itior » which will provide the desired'growth 

in the above-mentioned animals can be prepared 
^ pbenyiethanolamine derivative or acid addition salt thereof, or 

an^animal^feed supplement containing said compound, with a sufficient 

2D qu * n i i ^ of '* n .^appropriate animal feed to provide the desired level of active 
compound in said feed. 

tal»ax feed supplements can be prepared by admix- 
95% ky wei 9ht of the phenylethanolaalne 
; <ie ?^“ i ”' e ‘y.' acid additi on salt thereof, with about St to 

carrier or diluent. Carrier* 
“k* »P «>e feed supplement composition. 
B®I^ttpll^?SS“? ! -^ alfa:lfa “ a1 ' •orb^n ^1. cotton- 

oil Dea1 ' chloride ;f’ : corn*eal ' 

:• 7^^“’”7 nrea ' * am ‘ “ a1 ' «»«* «al and the like. ' 
Sfiti a caifora distribution of the active 

^®g^^ti%Jhe;finished feed into which the suppi««n t ^ 

“ important function by «»«_ : 

the - aC?1 ” Chroughout 
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in the fora o£ * put* or 
odaii^j^rid~*i; animplant,. usually under the skin 
' the heat or* oar 'of. the animal in which enhanced provtb .. 
.-^./;-rate;;and/or iaproyedefficiancy of feed utilization is 
: -^7;7*5 5^/'■ sWvy*:.* * -X:- • ■ 

? n practiye, parenteral administration generally 
;^;^'->.;involved /Injectiqn^of * e~sufficient am o un t of the above-said 
JethMe derivatiye to providethe animal; with fro* 0.001 to 
mg/kg of. l^y“veight ; of’^.the active ingredient-. The pre- 
10 ferred dosage level, for swine is 0.01 to SO jog/kg of body ’ 
^TT;^*wight and; for.'cattle the range of from 0.001 to 50 mg/kg ; 

•£'1 **** weightrof ,.the active phenylethanolaaine derivative 

^is; preferred.;-vTbe'^preferred dose level of said ethane 'de- 
rivative for poultry^is about 0.001 to 35 mgAg of animal • : ' 
jv. 15 .h^y,weight and^.the preferred dose level of said ethanol -• 

: derivative for; sheep and goats is 0.001 to 40 mg/kg of animal 
V!-- body weight. The preferred dose level for rabbits and 
; c/ ‘ . domestic pets is 0.001 to 35 mg/kg of animal body weight. 

; Paste formulations can be prepared by dispersing 
*^.V 20 the active ethanol derivative in a pharmaceutically accepta- 
■ v;' - ble oilsucb as peanut oil, sesame oil, com oil or the like, 
"—y’;-' Pellets-.containing an effective level of the phenyl 
. • ethanol amine derivative can be prepared by admixing the above 
^ .^ -said active ingredient with a diluent such as c&rbowax, 
jj’-25 biodegradable "polymers, carnuba wax, or the like. A lubri- 
cahtv' t sucK _asmagnesium stearate or calcium stearate may be 

P«lieting Process if desired. : y,"'.o -'-.y 
•+* ’iSg&cqqxsesy recognized; ; that 


more than one 

pellet may -be 1 admin istered to an animal to achieve the de- 


•^¥30 sired' dose /level which will provide the increased growth . 
gl^j^^^iTO/o^.^i^jrov^^f^iciency of feed utilization by said • 

found" that additional implants 



during the treatment 

:period .in'order^tbcmaintain the proper drug release rate in . 
|£i3S.^^:§nlBsi ^ ' ;,.*v V*'r- • 

y v^;Xh.addItionto’enhanced grow t h promotion' and; 

Svf..:jf/..prov^': efflcie n c Y ^ofi feed,..utilization by moat—producing y ■ 

•|:aaiMW*£ti^cc^ invention' have .'the' add- 
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04 *?*??**?? Unl* of a&lnlstrstlon they 

la . ftalasl*. This bio- 
.:k** »ub*taat£*l advantage to puTtry—n 
-*y^ Pf® doc ^*;. * in c« administration of sold compounds 
*t *el«ct*d ley*Is yields leaner aniaals which cossMod' 

fro ? *»*t industry, -.i;-v -. • ^ : y l 

J "'•T h * lxa * ®»vefal advantages f or ~the ^pet ^' 

°^^® 5 r * e t«rin«i^ vishasto~tria unwanted fat fro* 
P * t “. i ^- 1 *' r ° r P^^try. Mn and svine raisers, u*ing~ the 
P^«*«at.:invention vers attained increased •' 
V,°^:^ eail * r a nima ls which command higher priees from ' 
^^^ ust ^-^S^prisingly; it is' also noted tbit feed* 
Cff «i^l^ grovth rate are significantly enhanced 
Whea 3* e present invention are administered 

t0 -. selected dose levels. . 

examples illustrate the invention. ' 
•'“ Example 1 • 

gyaluatlon of test cotapounds as animal growth promoters 

feiaal * nice from Carworth Paras are received 
when ttey lixe six weeks old. They are housed ten to a cage 

** air ” C: f ad f tioned room » (72 # F to 76 # P) with automatically 
controlled lights; 14 hours on and 10 hours off. The basal 

diet . a *i^-f a tilese ■bodies is Purina Laboratory Chow (see 
description below) , which is supplied ad libitum. Water is 
also allowed ad libitoa. 

* fter arrival, the mice are weighed ’ 
^ 9n * d at random to the different • 
different compounds in 



the following tables. Twelve day. 
.^ter^laice:are*;Wi^ed again and the experiment termina- 
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- . ... -^-T__— _ __ _ 

10 tabli 11 b * l0 « v >xrein d<u 

Tha follow- 


.*5*.!P^ rcca .ta9e gain over, controls. __ 

ia ® ^th. di.t to which th. TTCTfth-pr^I 

mtljg; compo un d. Ware added. : I: . 

_' piet - 

Suaran taed A^^lysis • .'1 

^Crnde' protuain not -less than 
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The procedure described above is repeated using , 
control animals for. each test. Twelve day* after th« tests ’ ^ 
are started the animals"are'weighed and the .test terminated. . 
The results of each;test are reported in Table ZZZ below. : ^- 
’ as weight gains for' each test group and percent gain for each 
gro up .over;controls'i^ro.^ ;• i.\.v £r' : i ■ 
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;/;V ':'-l Exaapl* 2 ’• . v - ; - 

Evalp*ti on-df r t**t conponnds as anlaal qrcvth prm^.r. 'i ; y ; - 
; »vii^proc«dur« of Exaapl* l is usod in this *va1u*- 
, tion - Tho diot i* tb* san* as described ia said ex«pl* - • -• 

.fjfjd..****“ **P° rt#d « percent 9 *in oTer control*. 
Data;arerepoarted in Tibi* IV below^i- -: 
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55 are .'weighed- in . group* 

;S?-’’*° 'cage* to xBialaix« v«igbt variation i aj 
^“^^“S^*-^Treatacat* are- randomly assigned. to~ cagcs^^^lr 

'**?- ^*ataients'^ar«^test«d''i^y.3j_r(i^ijLci^5^| : 

10 mice eachl:,; There araf; lO cage* of 'l 
^ purga' axe' j0^^ia';/fche Vdiefc^et^ tWfSSagii 

and. vat*r>r« off«r^;adriliita^fori; 

is cSu^ct^ dxsr^gi^ 

of _ 


feed ^•^igb^>and r tbf 


parcageof 
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gide^rJL^ dejterminedrfor; «ach tr• *taont.1 The mica.are - ; weighed' 
T a» * gr oup of ’ 10 5 and the Weight "gain 'determined.':.' Tl&^idee^ 
yura ^sacrificed l^J.cervical dislocation. The right uterine';-'' 
dfat; pad; of.each Jmouse ;i* removed 1 The fat pads for'Wach 
yMge; ; ^^^Jmic<^a^^eighed^ a* .a. unit, 

^vl.Tb:• -establish correlation betvee"n "the percent : ra-f^r. 
^duotion .in;fat pad Weights .of .treated animals and percent I ^ 
i^ui^oa in tbValJ^ fat of ;treat«d animals.," animals ffrcm’ 
^several txeatiapnt'groups are .'evaluated' f dr'tot*l "body^fat^^" 
^bsing.the body' fatV determination described in Example . 5 
^pata obtained are;*reportedj in_ Table VII for 7 those groups 1 , 

" upon Which such determination has been made. From percent~C 
reduction in- fat pad weight and the total”; fat determina- - - f^'V 
tions_for the groups tested, it can be seen that a reduction 
;in fat'pad weights of animals is generally indicative of a^; ; 
^reduction of -total body fat of the treated animals. r 
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V ** ■ eool « 1 to «*» t« 5 »»r«tnr.. After .tirriaj 

ter 1 « l»or« «t roea tarperatare, thi airtar* i. cooled is 
i^for^hoar. and fiumd. The filter eajca i, washed 

l 5 ® 9? c ® cl 3 *°<S the coabined filtrate* are twice de- 

«^«ted carbon, filtered, „* eva^r.tL 

dl 3 ?W::iaS£~ « *fford the orai,. oil of the 3 , 5 -- ; 
dichloromtyrene oxid«V .'-v: v - :4 /i- : , _ 

:E *aMPLg io - : ^fe-. v ' v>|4•. - : ; V;4f ; '-.. 

V - i’ foli: ~ lj, 9 ^'S-^^ropheayl'eoepoaad. «, re- 

->• t «< i to. : the title coa^oucd of Eraapli 9 are prepared by the 

“^£^ ib * d * -^.titntin, t-butyl asin. . 
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ud 50 nl of brine <-■ -„ 

-ox na^so, and ew.porat^ 
oil A * distilled to afford 45,13 , of 
b -P- 145-147*0/0.2 an. Brooination 
1 of i 86 g^of ^thl* acetophenone 1 , accomplished with 349 e 

SSSstfX ??£.°*:'***°l *Mt«d m refit*;^ 
»- jornw;; 1 jft B : 4 booreV 
«* the au« cake ii washed «!*»••.•- 
MM °°- Bl) *iltrot. 1 , evaporated in vacuo to* 
ii?: * ffort dissolved in 200 ml of a^oI^T ,, V 

dried to afford 64.28g n-benzyl- /: 
^^:°* ypb *^^i^ ro ?f^ e '"»4p;( : .S7-S8*c.->artb«r “eooling of tbo V 

S-Mmmpie of tbo phenacyl bromide 
containing 212 nl of i-propyl- 

iBoiw anine of ethanol under Hj atmosphere at 5*C. The 

Si:f teaper ;^P: , f , ' io i2*C v and a clear aolntion is obtained. • 
^ Tbe solution i, po^ea into lee (2 L) 500 ^ gf 

■0 concentrated BC1 and 1500 ml of BjO. After stirring for 20 
# future is filtered and the solid is vashed 

; i:.f° Vith *2°'%?“ ****** ihl* 5ive» 98.64g, n.p. 200-203*0 dec. 
Vgjy This solidus.^dissolved in 400 nl of refluxing nethanol, 

:$£:i- 400 ^ ^>^»?Propyl alcohol is added, and the solution is 
® 400 za - 00 cooling and collecting crystals, 

54.36 of^tetoanine smiting at 213-215* dec is obtained. This 
H®v' ?* :is *dd*d to 150 ml of nethanol which contains 

hydrogenated in a Paar ▼easel at 42 / 
1 * filtered and the filtrate is" 
® ixed wltb 50 ■! of Isopropyl 1 
? ^pif‘*5!iJ^|^P 0 ” t :^tb i dryness to afford a syrup, which is 

. ^ey.crystals are collected, / 
dried,to give 10177 g, sup.^^ 
^^iS?^?^fesS&#^i*ihio:Oonpound.' : ,xfe:,, • ,•*;•. iK^ffste'S#. 

Mtbyl] benzyl alcohol S-S 
r dr©chli^^ »C dec.^& obtained. •’ 8obe^tatioa 





beazyiniiM iad 

. f ~* ^ ^_- _ rV-Pv.*- - "L; -1j*- • ■ 3 rrr*. - — *. 1 . ... ; ■ a. ,. 

IllnA^r*49A-J. .a _a_•__• ■■_ _ *"*•-* *"■-■*•*■ 
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Sps ^^lobhbl^ &-hydroxy-a- [ (benxylemino) methyl] benzyl 

2^bydro*y-e-((allylamino)methyl 1 benzyl alcohol 
,*«*peetively. 

'•’•-.•' EXAMPLE 13 • *•-.•■'•• 

-Amino-a ((tert-butylamlno) methyl] -3, S-dllodobcnzyl Alcohol 


~w' * 101»1 of acetic acid, 0.42 g of p-aaino-o- 

-H:. ' ’- -. • “*■ *- ' ~^r> — ------ — ■•-.* •'- *. 

methyl] benzyl alcohol is stirred 


>-V.^ ; atB^**»here'vudj0_» 4 8g of - N, N-dichlorobenzenesulfonaski.de and 
of. Hal.~axe stirred under N 2 atmosphere dor 20 minutes. 

:3 days>^|the mixture^is poured into ice and the mixture 
***^^ I9iif **:? 0 * «q-"naOB. This mixture is extracted 

ol) and chromatographed on a Si0 2 plate 
lag. 1%'JCH 3 0H/CH 2 C1 2 to afford 0.22g of the title 
^^^5".^i5^o®pound«^vMie; reaction is repeated on a larger scale (8X) 

' the eluted crude product is dissolved in 100 ml of 

HXi'r >£v fv«^^lApjiiI;of H 2 0, stirred and 10% HC1 is added to give 
■ 3, V/ The' : mixture is evaporated to dryness in vacuo . 1 * 0 — 

, -. P^cpyl alcohol is added and the mixture is evaporated to 

^^^^20;_.dfynessThis'process is repeated twice and the residue is 
:®§»£*i:"®e than© 1/isopropyl alcohol by allowing 

until crystals from (methanol is used 
.■?’,. T L'4issoiyei^tiiuB crude material before isopropyl alcohol is 
Cta^cooling, 2g of the title comp o und is obtained 
dec. 

^^ ^||jS^^a^^;j^;; C 1 jg 19 Cll 2 W 2 0; C,29.02; H,2.86? *,5.64. 
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a—~t (Tert-botylamino) methyl 1-3,5-dichlorobenzvl Alcohol 


^^^^i^J^^^l^^>^^3LnVaiiterinate''procedure for preparing the '-title- em^ 
^^^=fx^rpqund v ;end-:the .^compoundsdescr i bed in Example 9 is exempli*.:'- 

^< (tsrt-b«7l*»i=o) «t*l j-3^ 


-^r ’*-V:V- -•■■•- ' ;•••-•- • . 

g^^c^iagdichl orobenzyly alcohol ;±s: added to 100 ail of 50-52% B^PQ- 
Sp£^i4i..35^ and";the. mixture-is sti r red and cooled to 8*C in ice while 


£S££g'~^?:Pc 


r^is^ stirred and cooled to 8 *C in ice while 1 
[Vin^lS nl'of ^ 2 ° ia; added over'; 65 minutes.:' 
jand^is Controlled With anti fnxmi r*f mil i^ry. 





• «• 


026208 










the mixture ij stirred 2 

f* than poured into ice-l 2 o mixture 
i* added until the mixture is *i- 
ifcNPM? 0 •,/ • I^v*lk*lias aixture is extracted with CH-Cl- three 
ISP^P^^SS! al Of solution/which is washed with 25 ml " 

owMgSO, and;wporal^^;.dryjioss 

#'of, brown oil;./ On standing/ the ©iiy/K 
±* dissolved in' 100 nl of>thanol contain-/ 
V, ^^^^^.°p^^9?/;,.^/*oi«tion is acidified/to pH ,3 with ’ / £ 

to^dryness. /.Tha residue- is treated • • '■ 
• 50 ^|^5f pr °P^ 1 alcohol and evaporated [to dryness. 
- Pr9 ^^p, re P e *ted to afford an off-white solid which £ 

»olution is evaporated in V'? 

tgpffi vacuo ^ t a^rf^ *yrup # which is diluted wit* 50 *1 of iso-- : 

PrOPy ^ allowed to stand. The crystals which i . ' ” 

^g^fors^ari coju^rted, washed with isopropyl alcohol and dried 


: .-7*® 4 ? # M • p • 217-221 # C dec., of the title compound. 

\ . coo P° und described in Example 6 is siailarly 

h0^.F Tet ^^:':\P^f in&tion of *-aaino-3,5-dibromo-g-[ ( tert- butvl- 
^20, amino) nethyllbenryl alcohol affords 3,S-dlbroao-c- [ ( tert- 
:^J^/hutylanixjo}^m«thyl]benzyl alcohol, m.p. 249-251*C dec. 

EXAMPLE 15 - 

4^Amino-3.5 -dichloro-g-nethoxyphenethvlamine 








hydrochloride 

Under N. 

^ amino) methyl]-3,5- di c h lorobenzy 1 chloride is added to 75 si 


; wt *r 20 minutes, the cooling bath .is 
mixture is stirred at ambient +•*** 
reaction is completed, the "mixture is 


Tbs residue is stirred in 


’in’ vacuo . 

mixture is made alkaline with 6N KaOB • 

50 ml) organic 



Jr~£ 


% , r ... : oH * *••jpsolved' 

"***. ®C1/isopropyl afeo boi sola3®K 
^i^^S'tion to-^oH'f^L-The solution is evaporated to 
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l€m57: : q o £_ the title cespooad, a.p. lf5-198 # C d«o. 

^' !’ Siailariy substitution of ethyl alcohol/ iaopropgL 
ileohol, n-butyl alcohol and n-hexyl alcohol afford# tho 
.corresponding fi-ethoxy, S-isopropoxy, n-butoxy, and n-bexyl- 
.o^^phenethylamina hydrochlorides. 

. EXAMPLE 16 :X ;./£ 

'4-Anino- g- f (hert-butylamino) methyl! -3,S-dichloroben gvl 


ride 


*2 atmosphere, 27.72 g of 4-aaijjo^a- 1 (tert- - 
-•^^^■* ,B ^?^? aie ^ i y^l , "^'5-dichlorobenzyl alcohol is a dd ed to - 
* 20 9- ®3v jthionyi chloride stirred at 0-5%C. After addition 
;■the reaction mixture is stirred at ambient V“ 
ten^erature for 3 hours. - Subsequently, the mixture is evap-v 
orated to dryness in vacuo to afford 37.34 g of yellow solid/ 
which 'is used as is. 

■/■■■. . EXAMPLE 17 

Alternate Procedure for 4-Amino-3,5 -dlch loro-g-taethoxv- 


hene 


lamin 


















































r*T% 

•l * 
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■\.rr^rs j 





■?'■* /Z /_*1 ' ?2 , R 3 aa ^ R 4 ar * a * defined above, 

according to Claim 1 wherein 

^.^o^ound.is 4-aaino-o-[ ( tert- butvlamlnolmethyl )-2,S- 
^chlorobensyivaicobol hydrochloride; 4-a*ino-3,5-dibrc_ 

alcof »l hydrochloride; 

Hdiisopropylamino) methyl]benzyl 
a ^^°hoi hydrochl o ride; 4-amino-3,5-dibromo-a-( ( tert- butvl- 
amino)methyl!benzyl alcohol hydrochloride; 4-amino-3,5-di- 
chloro-a-1 (methylamino) methyl) benzyl alcohol hydrochloride; 
4 “ aja i no “3#5-di c hloro-a- [ (isopropylaminoj methyl)benzyl alco¬ 
hol hydrochloride; 4-amino-3 / 5-dichloro-o- [ (allylamino) - 
methyl]benzyl alcohol; c-[4-amino-3,5-dichlorophenyl]-4- 
nopholineethanol hydrochloride and 4-amino-3-bromo-a-[(tert- 
k.^yl a f x ^ no ) I p®thyl]-5-chlorobenzyl alcohol hydrochloride; fl¬ 
i tter t- butylamino) me thy 11 -3,5-dichlorobenzyl alcohol hydro- 
chloride^^*-^:' y / 

4 • / .to animal feed supplement useful for 
^ha-groiTth rate and for reducing the fat depoaition in vj 


blooded' animals co^rising from about 75% to 95% by weight 
a’: compound ,of. the following formula: 


•of* 







CB-CS-BR,*, 

I I 

. t ^ , _ *4 *1 ■■=• 

*od ai:e as defined in claim 1 
5% to 25% by veight of a suitable ear* 
















.v.j' ' 
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* .-,n ;, v ■- ., 

■^^^jg^fija nlMl^ cogprlging ms an active ingredient m 
JK;;;-- 5;’pou»d - pf. the following formula* 


r •. /* _ * " 





ff-»*2*3 

*4 *1 y: ; y. 




-^•VJs^T^rT- -** •” 

CJ^'* x; • ^*w- ■ 


y t v3f-' 

■~~ t*' - .* : 

TJ—T- ; 


X-7.tr: :.; : 


■ '-'H: yi£vy,7r;': :. I ::?**'•; ' R. 

V,>;‘ri' 'y.:'i : -V i .V'*?--'.'. '"-;.'. . '-' ’ V ■■'. J ' ~• 4 

R 3 rnnd R 4 are"ms defined is CUin 1, 
* n<a • pharmaceutically acceptable carrier. ' :: 

to Clrn’isi 5 wherein the : 

active ingredient is present "in an amount of from 0.001 to • 
mg/kg. of body weight. 

7•'.,useful for enhancing the growth rate 
*■$•' fat deposition of meat-producing animals 
conpriging aa an active ingredient a compound of the follow¬ 
ing formula s 

- : v vK'::' : . yv ' . -' ■ ’ x 






“A J~ CH-CH- 

Y=/ i i 

■ I *4 *1 




•».J> - w _ * . 


ME 2 R 3 




X, X. 2 , 1*2 * *3 * R^ are as defined in Claim 1 , 

,^.- isv . : ^ahove, and a pharmaceutically acceptable carrier. 

8 . -/A _ compound of-formula: 

r^r ? -.il’ X 


ct-cb-hs^ 



mlJcesyl j' •. • -V • 

cycloelkyl , me tb oxypro p y 1, 




■^•^rtoo^tbyl, ■■ a / a-diarntbyipbonetbyl 

^ taken ’ togntbar vltbtha 

". 


V 


vnen X. aaa k. ut taxen together vita tbe ' ; 


1: 

:v; 
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nitrogontowfcich they are at t ac he d/ they say represent 
aorphblioo/or B'-Cj-C^alfcyl-piperaxiso; R^ is hy dr o x y or 
:’’ ORgj Rg' ii c^-Cg alkyl; with the proviso* that when T is 83^ 
'* 4 v|^C<»£l and whan T is hydrogen, R^ is hydrogen; 
^^S^^^raceaic^aixtnras of the abova-identified coa p oua ds and the '. 
^:c4?^p^~'opticaiiy;active isooars and non-toxic/ pbazaaoologically 
''acceptable:acid addition salts thereof. „ • ' 
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